What is claimed is: 



lm a 1,4-substituted cyclic amine derivative represented by the 
following formula (I): 



a' b R 4 



(CH 2 )/ x T»(CH 2 ) m — ^Z-R 
r3 (CH 2 ) p 



(I) 

wherein A, B, C, D, and T are the same or different from one another and each 
represents methine or nitrogen, provided that one and only one of them 
represents nitrogen; 

the bond represented by the following formula: 



represents a single or double bond; 

Y and Z are the same or different from each other and each represents 
methine, nitrogen, a group represented by the following formula: 

\ 

— C-OH 
/ 

or a group represented by the following formula: 

\ 

— N *~0 

/ 

provided at least one of them represents nitrogen; 

R 1 and R 2 are the same or different from each other and each represents 



hydrogen, ha.ogeno, hydroxy, lower alkylsulfonylaminoalkyl, lower halogenated- 
alky ,sulfonylaminoalky>, 2-pyrro.idinon-l-yl, i-hydroxy-l-CmethoxypyridyDmethy,, 
methoxypyridylcarbonyl, i,3-propanesultum-2-yl, lower hydroxypiperidyl- 
carbonyla.ky., lower hydroxya.kylamidoalkyl, lower ha.ogenated-a.ky.amidoa.ky., 
,ower dihalogenatedalkylamidoalkyl, lower heteroarylamidoalkyl, lower 
hydroxya.ky.amidoa.kyl, optionally substituted amino, nitre, lower a.ky., lower 
a.koxy, lower acy., lower alkoxya.koxy, cyano, lower a.ky.su.fonyl, sulfonylamido, 
hydroxy-lower alky., hydroxy-iower a.koxy, lower aikoxycarbonylamino, lower 
a.ky.su.fony.amino, N-.ower a.ky.a.kylsu.fonylamino, .ower acy.am.no, optionally 
substituted aminoa.kyl, optionally N-substituted .ower acy.aminoalkyl, optiona.ly 
substituted aryl. optionaHy substituted ary.sulfony.amino, .ower a.ky.su.fony.oxy, 
h ydroxyiminomethy.,(2- P yrro.idonl-y.)methyl,(2- P i P eridon-l-y.)methy., 

optionally substituted heteroaryl, optionally substituted aralkyl, optionally 
substituted heteroa^lalkyl, cycloa.ky.carbony.aminoa.kyl, optionaHy substituted 
ureido, optiona..y substituted ureido-.ower a.ky., succinimido, (succinimido-l-yl)- 
.ower alky., amido, optionally substituted carbamoyl, optiona.ly substituted 
carbamoyHower a.ky., optiona.ly substituted thiocarbamoyl.ower alkyl, formyi, 
aromatic acy., heteroary.carbony., ha.ogenated lower a.ky., (2-imidazolidinon 
-l-y.)methyl,(2,4-imidazo.idinedion-3-yl)methyl,(2-oxazolidon3-yl)methyl, 

(g .utarimido-l-yl)methyl, optionaHy substituted heteroa^.hydroxya.ky., 
cyano-.ower a.ky., 1-hydroxy lower cydoa.kyl, (2,4-thiazo.idinedion-3-yl)metny., 
optionally substituted 4-piperidy,methy., heteroary.acy., oyrro.idiny.carbony.-lower 
a.ky., optionaHy substituted aminosu.fony.a.ky., carboxy-.ower alky., or lower 
a.ky.amidoa.ky.; or alternative^ R 1 and R 2 together may form optionaHy 
substituted alicycle, optiona.ly substituted heterocyc.e or a.ky.enedioxy, provided 



these rings may be substituted; 

R 3 represents hydrogen, haiogeno, lower alkyl, hydroxy, hydroxy-lower 
alkyl, lower alkoxy, formyl, optionally substituted aralkyloxy, hydroxy-lower alkoxy, 
optionally substituted sulfamoyl, or optionally N-substituted sulfamoyl-lower alkyl; 

R 4 represents hydrogen, lower alkyl, hydroxy-lower alkyl, lower alkoxyalkyl, 
optionally aryl-substituted aryloxyalkyl, or optionally aryl-substituted 
aralkyloxyalkyl; 

R 5 represents tower alkyl, lower acyl, lower alkoxycarbonyl, aromatic acyl, 
or a group represented by the following formula: 

-Q'-CChWs-Q'-R 6 

wherein Q 1 and Q 2 are both single bonds, or one of them is a single bond while 
the other represents oxygen, carbonyl, a group represented by -NHCO-, a group 
represented by -NHS0 2 -, or a group represented by >CH-R 7 , wherein R 7 
represents hydroxy, lower alkyl or haiogeno: 

s represents 0 or an integer of 1 to 6; and 

R 6 represents optionally substituted aryl, optionally substituted heteroaryl, 
optionally substituted benzoheteroaryl, 1,4-benzodioxanyl, 1,3-benzodioxoIyl, 
benzothiazolyl, or cyano; 

n represents 1; 

m represents 0 or an integer of 1 to 6; and 
p represents an integer of 1 to 3, 
and pharmacologically acceptable salts thereof. 



2. A 1,4-substituted cyclic amine derivative represented by the 
following formula: 



R 4 



R — (CH 2 ) m — Z R 

(CH 2 )„ 



wherein R represents a substituent of the formula: 




or 



v 

wherein the bond represented by the following formula: 




and R 1 , R 2 , R 3 , R 4 , R 5 , Y, Z, m, and p are each as defined in claim 1, and 
pharmacologically acceptable salts thereof. 

3. The 1,4-substituted cyclic amine derivative as set forth in claim 1 or 
a pharmacologically acceptable salt thereof, wherein m is 0 and p is 2. 

4. The 1,4-substituted cyclic amine derivative as set forth in claim 1 or 
a pharmacologically acceptable salt thereof, wherein Y is methine and Z is 

nitrogen. 



5. The 1,4-substituted cyclic amine derivative as set forth in in claim 1 
or a pharmacologically acceptable salt thereof, which is a compound selected 
from among the following ones: 
(267) 

1 .{ 1 .[2-(4-methoxyphenyl)ethyl]piperidin-4-yl}-7-methoxy-l / 2 / 3,4-tetrahydro- 
quinoline, 

(268) l-{l-[2-(4-fluorophenyl)ethyl]piperidin-4-yl}-7-methoxy-l,2 / 3 / 4-tetrahydro- 
quinoline, 

a 51 ^ 

5l (269) l-[l-(4-cyanopropyl)piperidin-4-yl]-7-methoxy-l / 2,3,4-tetrahydroquinoline, 
£ (270) 

m 

nj i-Zi-^-CZ-thienyOethynpiperidin^-yl^-methoxy-l^^^-tetrahydroqumoline, 

m 

€1 (271) 

CI i-{i-[2-(4-fluorophenyl)ethyl]piperidin-4-yl}-7 / 8-dimethoxy-l,2 / 3,4-tetrahyd^ 

ft 

It* quinoline, 

v *? 

[:i (272) l-{l-[2-(4-fluorophenyl)ethyl]piperidin-4-yl}-7 / 8-methylenedioxy-l,2,3,4- 

tetrahydroquinoline, 

(273) l-{l-[2-(4-fluorophenyl)ethyl]piperidin-4-yl}-7-methoxy-8-methyl-l / 2,3 / 4- 
tetrahydroquinoline, 

(274) l^l-^^-fluorophenyO-Z-oxoethyQpiperidin^-ylW-methoxy-l^^^- 
tetrahydroquinoline, 

(275) l-{l-[2-(4-fluorophenyl)-2-hydroxyethyl]piperidin-4-yl}-7-methoxy-l / 2,3,4- 
tetrahydroquinoline, 

(276) l-{l-[2-(4-fluorophenyl)-2-fluoroethyl]piperidin-4-yl}-7-methoxy-l / 2 / 3,4- 
tetrahydroquinoline, and 

(283) 5-{4-[2-(4-fluorophenyl)ethyl]piperazin-l-yl}-5 / 6,7,8-tetrahydroisoquinoline. 

6 6 6 



6. A pharmaceutical composition comprising a therapeutically effective 
amount of the 1,4-substituted cyclic amine derivative or sait as set forth in claim 1 
in combination with a pharmaceutical^ acceptable carrier. 

7. An agent for treating, ameliorating, and preventing diseases against 
which serotonin antagonism is efficacious, which contain as the active ingredient 
the 1,4-substituted cyclic amine derivative as set forth in claim 1 or a 
pharmacologically acceptable salt thereof. 

8. An agent for treating, ameliorating, and preventing spastic paralysis, 
which contain as the active ingredient the 1,4-substituted cyclic amine derivative 
as set forth in claim 1 or a pharmacologically acceptable salt thereof. 

9. A muscle relaxant which contains as the active ingredient the 
1,4-substituted cyclic amine derivative as set forth in claim 1 or a 
pharmacologically acceptable salt thereof. 

10. A process for producing a 1,4-substituted cyclic amine derivative 
represented by the following formula: 



Rl ST$r R2 




wherein the bond represented by the following formula: 



• 



* 



and A, B, C, D, R 1 , R 2 , R 3 , R 4 , R 5 , n, and p are each as defined in claim 1, which 
comprises removing, if necessary, the protecting group from a 1,4-substituted 
cyclic amine derivative (IX) represented by the following formula: 



wherein the bond represented by the following formula: 

and A, B, C, D, R 1 , R 2 , R 3 , R 4 , n, and p are each as defined in claim 1; and Pr.G 
represents hydrogen or a protecting group, and then reacting the same with L-R 5 
wherein R 5 is as defined in claim 1; and L represents a leaving group. 

11. A process for producing 1,4-substituted cyclic amine derivative (X), 
as set forth in claim 1, which comprises reacting a fused cyclic amine represented 
by the following formula: 




(IX) 



<CH 2 ) n ' 




wherein the bond represented by the following formula: 



and A, B, C, D, R 1 , R 2 , R 3 and n are each as defined in claim 1 



with a cyclic ketone (VIII) represented by the following formula: 



6 6 8 



o 




N-Pr.G 



(CH 2 ) p 



(VIII) 



wherein R 4 , p, and Pr.G are each as defined in claim 1 

in the presence of a reducing agent to thereby give a 1,4-substituted cyclic amine 
derivative (IX), removing, if necessary, the protecting group therefrom and 
further reacting the same with L-R 5 . 

12. A 4-substituted cyclic amine derivative represented by the following 
formula: 



wherein the bond represented by the following formula: 



and A, B, C, D, R 1 , R 2 , R 3 , R 4 , n, and p are each as defined in claim 1, provided 
that the case where R 1 , R 2 , R 3 and R 4 are all hydrogen atoms is excluded. 

13. A method for treating a disease to which serotonin antagonism is 
efficacious, which comprises administering an effective dose of the 1,4-substituted 
cyclic amine derivative as set forth in claim 1, or a pharmacologically acceptable 
salt thereof, to a person in need of such treatment. 




a' b 



4 # 



14. The 1,4-substituted cyclic amine derivative as set forth in claim 1, in 
which the bond represented by the following formula in the formula (I): 



is a single bond, represented by the formula (XXI): 

R\ b— c R 2 

A D R 

(CH2V T-tPttyY Z-R 

^A' (CH ^ (XXI) 
or a pharmacologically acceptable salt thereof. 



15. The 1,4-substituted cyclic amine derivative as set forth in claim 1, in 
which m is 0 in the formula (I), represented by the formula (XXII): 

R b— c R 2 




T_ — y Z — 



R 3 V p (XXII) 



or a pharmacologically acceptable salt thereof. 



16. The 1,4-substituted cyclic amine derivative as set forth in Claim 1, in 
which m is 1 to 6 in the formula (I) or a pharmacologically acceptable salt 
thereof. 



• t 

17. A 1,4-substrtuted cyclic amine derivative represented by the formula 
(XXm): 

r s .b-c. r! 

A* *D R 4 

R 3 * (XXIII) 
or a pharmacologically acceptable salt thereof. 



18. The 1,4-substituted cyclic amine derivative as set forth in claim 1, in 
which the bond represented by the following formula in the formula (I): 



is a double bond, represented by the formula (XXIV): 

R b-c R 2 

H /A , 

Wf /-(CH^ Z-R 

R (XXIV) 
or a pharmacologically acceptable salt thereof. 



19. The 1,4-substituted cyclic amine derivative as set forth in claim 1, in 



